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ANDA 40-103

Rosemont Pharmaceutical Corporation
Attention: Donald H. Waters, Ph.D.
301 South Cherokee Street

Denver, CO 80223

Dear Sir:

This is in reference to your abbreviated new drug application
dated April 29, 1994, submitted pursuant to Section 505(j)) of the
Federal Food, Drug, and Cosmetic Act, for Benztropine Mesylate
Tablets USP, 0.5 mg, 1 mg and 2 mg.

Reference is also made to your amendment dated November 13, 1996.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Benztropine Mesylate Tablets USP, 0.5 mg, 1 mg
and 2 mg to be biocequivalent and, therefore, therapeutically
equivalent to the listed drug Cogentin® (Benztropine Mesylate
Tablets, 0.5 mg, 1 mg and 2 mg of Merck Sharp & Dohme). Your
dissolution testing should be incorporated into the stability and
quality control program using the same method proposed in your
application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.




We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Forrm FD-2253 at the
time of their initial use.

Sincerely yours,
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12 12/7¢

Douglas L. Spor
Director
Office of Generic Drugs

Center for Drug Evaluation and Research

cc: ANDA 40-103
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3. NAME AND ADDRESS OF APPLICANT

Rosemont Pharmaceutical Corp.
Denver, CO 80223

4. LEGAL BASIS FOR ANDA SUBMISSIONS 5. SUPPLEMENT (s)
505(j), 21 CFR 314.94(d) (5) & 314.440 N/A

6. PROPRIETARY NAME 7. NONPROPRIETARY NAME
None Benztropine Mesylate USP

8. SUPPLEMENT (s) PROVIDE (s) FOR:

N/A

9. AMENDMENTS AND OTHER DATES

DOA 4/29/94; Corres 5/24/94; Corres 6/29/94; NA 10/26/94; Bio
Letter 11/23/94; Corres (Bio) 10/24/94; Corres (Bio) 12/1/94; Bio
letter 3/10/95; Corres 4/19/95; Amend (major) 5/11/95;

Corres (Bio) 6/9/95; NA 11/27/95; Amend (minor) 1/15/96;

NA 7/5/96; Amend 8/2/96; NA (Minor) 8/16/96; Amend 8/29/96; NA
(minor) 10/17/96; *Amend (minor) 11/13/96

* reviewed amendment

10. PHARMACOQOLOGICAL CATEGOQRY 11. Rx or OTC
Anti-Parkinsonism Rx
Control of extrapyramidal
disorders

12. RELATED IND/NDA/DMF (s)



13. DOSAGE FORM 14. PQOTENCY

1. Compressed %" diameter white, 0.5 mg
flat beveled edged, single scored &

debossed 832 & BMO5 & one side plain

tablets.

2. Compressed white, 0.231" x 0.420" 1 mg
oval single scored & debossed 832 &
BMl & one side plain tablets.

3. Compressed 9/32" diameter white, 2 mg
flat beveled edged, single scored &

debossed 832 & BM2 & one side plain

tablets.

15. CHEMICAL NAME AND STRUCTURE

Remains satisfactory.

le. RECORDS AND REPQRTS

N/A

17. MMENT

Review of for Benztropine Sulfate USP was
reviewed by Mr. Sherken on 11/27/96. .n now adequate.

18. CONCLUSTIONS AND RECOMMENDATIONS

ANDA is approvable.
Bio is acceptable.

Chemistry, manufacturing, testing of Benztropine Mesylate Tablets
USP and Benztropine Mesylate USP are now satisfactory.

Labeling is acceptable.

EER found acceptable on 8/9/96.

19. REVIEWER: DATE COMPTETED:

Stephen Sherken November 27, 1996




ANDA #40-103

Benztropine Mesyiate Tablets, USP 0.5 mg, 1 mg, 2 mg

Rosemont Pharmaceutical Corporation
Major Amendment Response -- 10/26/94
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Each Tablet Contains:

Benztropine Mesylate, USP 0.5 mg

Usual Adult Dosage: For parkinsonism, 1 to 2 mg
daily. For drug induced extrapyramidal disorders, 1 to
4 mg once or twice a day. See accompanying insert.

This is a bulk package end net intended for dis-
pensing.
w_mwo_ﬁo in well-closed containers as defined in the

Keep this and all drugs out of the reach of children.
Store at controlied room temperature 15°-30°C
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ANDA #40-103

USP 0.5 mg, 1 mg, 2 mg
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Each Tablet Contalns:

This Is 8 bulk package and not intended for
dispenaing.

Dispense in well-clossd containers as defined in
the USP,

Keep this and all drugs out of the reach of
children.

Store st controlled room temperature 15°30°C
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DESCRIPTION: Benztropine yiate is a syntheti d containing | features found in atropine and
diphenhydramine.
Itis nated cheniical asa-mbccydo321 octane, 3-{diphenyimethaxy)-,endo, meth th Its
bmmc,'u,,m L ral]fommla

W o
N neEq | 2

Benztropine mesylate is a crystailine white powder, very soluble in water, and has a molacular weight of 403.54.

Each benztropine masylate tablet for oral administration contains berztropine mesytate 0.5 mg, 1 mg or 2 mg.

inactive ingredients: croscarmeliose sodium, anhydrous lactoss, magnesium stearate, povidone.

CLINICAL PHARMACOLOGY: Benztropine both antichotinergic and antihistaminic effects, although

only the former have been established ammmmmﬁmm in the management of parkinsonism.

in the isolated guine fleum, the anticholine! of this drug is about equal to that of atropine; however,

when admmusteeed m 0 unanesthetized mvswm half as active as atropine.

in laboratory animals, its antihistaminic activity and duration of action approach those of pyrilamine maleate.

INDICATIONS AND USAGE: For use as an adjunct in the therapy of all forms of parkinsonism.

Useful also in the control of extrapyramidal disorders (except tandive dyskinesia — see PRECAUTIONS) due to

neuroleptic drugs (a.g., phenothiazines).

CONTRAINDICATIONS: Hypersensitivity to benztropine mesylate tablets or any component of the tablets.

Because of its atro ike side effects, this drug is contraindicated in children under three of and should - —_—

be used with nutonw‘:lolder children. yedrs of aue. -

WARNINGS: Safe use in pragnancy has not been established.

Senztropine mesylate may impair mental and/or physical abilities ired for perft of hazardous tasks, such

as operating machinery or driving a motor vehicle.

When benziropine ensowen with phenothiazines or other drugs with antichotinergic activity,
e e o, e s S )

n ng inergic: anf ism in in combination

phenothiazines and/or tnqdu? mm s

Since benztropine mesylate contains stmdurzl features of , it may produce anhidrosis. For this reason,

should be admlmstemd with caution during hot mlher sspecia when olven concomitantly with other atropme-hke

drugs to the chronically i, the aicoholic, disease, and those who do manuat

fabor in a hot environment. Anhidrosis oewrmmmadulyvﬂmmd:stummofsweah aiready exists. if

s - there is evidence of anhidrosis, lheposs ity of hyperthermia should be considered. Dosage should be decreased

) atthedlscrahonofmphysleﬂnsolhalmeabilltywmamambodyhl»dequmbﬂumbyperspimlonlsnohmpamd

Severs anhidrusis and fatal hyperthermia have occurred.

G.PIIE'W.IIIII:MS: .
ners
e an e e Sincabenztmpmmsylatehaswmulatmm continued supervision is advisable. Patmtswrm:mdencyto
R P hycardia and patiems with prostatic hypertrophy should be observed closely during treatment
Dysuria may occur, but rarely becomes a problem. Unmryretenuonhasbeonmponedmﬂlhenztmpmemesylate.
The drug may cause complaints of weakness and inabili move parficular muscle groups, especially in doses.
For eample, if the neck has been rigid and suddenly an:s nmayhelmk.uusmqwmewnwn in this event,
dosloead;usunem:sreqwnd
and excitement may occur with karge doses, or in susceptible patients. Visual hallucinations have
occas«mally Furthermore, in the treatment of axtrapyramidal disorders duetoneumlephcdnms (e;'
phemtﬂiazlnes) in p; wmmemaldlsordets oeusionallymemmlybemtens:ﬁmnonoi n
drugs can rwpdzteutmdcps@osls mthmenhldlsor\iels be kept
underwefulobsemhon espemllyn beginning of treatment or if dosage is increased. \
Tardive inesia appear in some nts on long-term therapy with nomunnesandrelmd , OF g
oCCur al;u‘!smmempy% these diugs h.spa;':en dnsecn't'?-mwd Anh':agy..r.soﬁpmhe- ageits do ot alleviate the symptom:s ./
of tardive dyskinesia, and in some instances may aggravate them. Benztropine mesylate is not recommended for use /‘
in patients with tardive dyskinesia. /,.
Thephysicnnshuldbemmownpowbleowunmof laucoma. Although the dru doesnotappearmhm
T ) : . any adverse effect on simple glaucoma, it ofobab!ydnouldmtbeusedmmb—dosumo& /
= : ADVERSE REACTIONS: The adverse reactions below, most of which are anticholinergic in nature, havubeanrepomd
andwnhmnadlwogorymltstedmmurofdemasmsevemy
%ldmaréwlar
chycardia
Constipation, dry mouth, nausea, vomiting.
i dry mouth is so severe that there is difficulty in swallowing or speaking, or loss of appetite and weight, reduce =
dosage, or discontinue the drug temporarily.

Slight reduction in dosage may control nausea and still give sulﬁqentmﬁefofwmptoms Vomiting may be controlled

by temporary discontinuation, followed by resumption al a lower dosage L
Nervous System

Toxic psychosis, including confusion, disorientation, memory impairment, visual hallucinations; exacerbation of pre-

existing psychotic symptoms; nervousness; depmssaon listlessness; numbness of fingers.

-

gfamISgrses §

urred vision, ditated pupits.
U ital .
Urinary retention, dysmia//

Metabolic/immune or Skin

Occasionally, an alleryic reaction, e.g., skin rash, develops. If this can not be controlled by dosage reduction, the
medication should be discontinued.

DOSAGE AND ADMINISTRATION: Benztropine mesylate tablets should be used when patients are able to take oral
medication.

The injection is especially useful for p d G with acute d ions or other reactions that make oral
mlgemn difficult or impossible. It is mcommended aiso when a more npid response is desired than can be obtained

Because of wmulatm action, therapy should be initiated with a low dose which is lncreased gradually at five or
six-day intervals to the smallest amount necessary for optimal relief, Increases should be made in increments of 0.5
mg, to a madimum of 6 mg, or until optimal results are obtained without excessive adversa reactions.

Posteacephalitic and Idiopathic Parkinsonism
The usual daily dose is 1 to 2 mg, with a range of 0.5 to 6 mg onally or parenterally.

N As with any agent used in parkinsonism, dosage must be individualized according to age and weight, and the type
of parkinsonism being treated. Gener:éa/ older patients, and thin patients cannot {olerate lai wx doses. Most patients
with postencephalitic parkinsonism need fairly large doses and tolerate them well. Patients a poor mentat outlook
are usuaily poor candidates for therapy.

In idiopathic parkinsonism, therapy may be initiated with a single daily dose of 0.5 to 1 mg at badtime. In some
patients, this will be adequate; in others 4 to 6 mg a day may be required.

- !n encephalitic parkmsomsm therapy may be |nmated in mast paﬂents vnth 2 mg a day in one or more doses.

~ Lo an nbinntn tharaas ma #intnd toith AR ma At hadbiesn and insrannad an nnmnesses
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patients should be advised to report gas i plainis promptly. Paralylc ueus, sometimes talar, nas occurres
in patients taking anticholinergic-type antiparkinsonism drugs, incl ding benztropine mesylate, in combination with e
phenothiazines and/or tricyclic am s.
Since benrtropine /. may produce anhidrosis. For this reason, it
should be administered with caution during hot weamer 5peC|al|y when given concomitantly with other atropine-like
drugs to the chronically ill, the aicoholic, who have central nervous system disease, and those who do manual
labor in a hot environmeni. Anhadmsis may occur more readily when some disturbance of sweating already exists. f
there is evidence of anhidrosis, the possibility of hypenhermu should be considered. Dosage should be decreased
atste discretion of the physman s0 m the abiity fo maintain body heat equilibrium by perspiration is not impaired.
Via have X

PRECAUTIONS:
glemnblenzl mesylat continued ion is advisable. Patients with a tendency to

nce ropine e has cumulative acnon supervis a necy
tachycardia and p with g P w should be observed closely during treatment

Dysunzm:yoewrbmnmlybeeomapmblun Unmymmnhasbeenmpomdwﬂhbennmmu

comg;umsofmhusandmb: mwﬂwhrnwsd;s?mups especially in large doses.
Formmple if the neck beenngdu\dsuddenly it may feel weak, causing some concem. In this event,
dosage adjustment is required

""" e “+ Mental confusion and exctement may oocur with large doses, or n susosptibe patients. Visual halluiaions have
. been reported ooastonauy Furthermore, mmumnmmmww disorders due to neuroleptic drugs (e.‘}..

AR B : - : nhenoﬂ‘nazmes) nts with mental disorders, owlsiomuymemmy‘benlgnslﬁaﬁonoinmmlsymmoﬁs‘ n

EPUREERES B Ty T - such cases, anti nsonhndmgsm&uﬁpm a toxic psychosis. with kept

under caretul observation, aspacially at the beginning of treatment or if dosage is T

Tardive inesia may appear in some patients on long-term mmmmm , Of may . T

ocwragz?hthmpy w:thu;esedmshasbmdlswmmued Antiparkinsomsm agents do not alleviate the symptoms

of tardive dyskinesia, and in some instances may aggravate them. Benztropine mesytate is not recommended for use

in patients with tardive dyskinesia.

Thephyskﬂanshuuldbemofﬂupos«blemnmofohummz%owhmed not appear to have

any adverse effect on simple glaucoma, it probably should not be used in angle-closu mgueoma

ADVERSE REACTIONS: The adverse reactions below, most of which are anticholinergic in nature, have been reported

and within each category are listed in order of decreasing severity.

Tachycardia
Constipation, dry mouth, nausea, vomiting.

LK ith s so severe that there is difficuity in swallowing or speaking, or loss of appetite and ht, reduce
dos;yqe"‘:‘rdts':onnmﬂ\ednmunmﬂy e
Slight reduction in dosage may control nausea and wlghﬂmuuﬁddsymptmnswmngmybemoﬂed
by temporary discontinuation, bllovndb{nsumpﬁonua dasage.

Nervous Sysiem
To:dcpsychosis including confusion, désorientation, memory impairment \dsmlhalludn:bonscﬂwbanonofpm-
existing psychotic mlgn&mwmnmmbﬂmdﬁ —_—

Special Senses
Blurred vision, dilated pupils.
drogental

bt Urinary retention, dysudl

Metabokic/immune or
Iyanauemocmcﬁon u.9., skin rash, develops. If this can not be controlled by dosage reduction, the
medicatior should be discontinued.
mmmmmsmmu.mmmmmmuwmpawnsmauemmom
ty useful for psychotic patients with acute dystonic reactions or other reactions that make oral
medmhondiﬁw possib‘e It ts recommended aiso when a more rapid response is desired than can be obtained

Beclusco!annulabvem wmummm;wmmuiswmnmwy at five or
mﬂwmmnmmmwmww Mumademlwune nts of 0.5
mg, to a madmum of 6 mg, or until optimal resuits are obtained without excessive adverse reactions

Ralitic aad Miopathic Parkinsenism
m@lﬂm:1b2mm:md05b6mmﬂywm
As with mymusedmmmmm.mmmmmwmmmmmmmm.wmm
annlsm being treated. nse! patients, thin patients cannot tole ::&e . Most patients
postencephalitic parkinsonism tairly targe doses and tolerate them well. Patients apoormemzlouﬂook
are usually poor candidates for therapy.
In idiopathic parkinsonism, nmpynuybewwm;mnmymmnsmmnmmm
patients, this will be adequate; in others 4 to 6 mg a day may be required
In encephalibcpaﬂansonmnﬁwrwynuybemhahdhmostpaﬁentswiﬂﬂmgldaylnomofmdous
ighly sensitive patients, therapy may be initiated with 0.5 mg at bedtime, and increased as necessary.
SompmmbmegmmmmeMMNmnbedﬁm others react more favorably to divided
mnde nt:lutnluurbmesaday Frequently, one dose a day is sufficient, and divided doses may be unnecessary or
undesirablz.
Thebngnunﬁonohcmnofﬂnsdmgnﬁeslpamwhdy:umbbimbodnmnndmonvﬂmnseﬁedsm
last throughout the might, enabling patients to tum in bed during the night more sasily, and to rise in the moming.
o L . When benztropine mesylate is started, donmmmnnmwmmrmmmﬂmnmw:bm y. If the
o e St e - . other agerts are to be reduced or discontinued, it must be done gradually. Many patients obtain greatest with
o - ’ combination therapy.
Benztropine mesylate be used concomitantly with Carbidopa-Levodopa, or with levodopa, in which case periodic
dosage adjustment may be required in order to maintain optimum response.
Drug-Induzed Extrapyramidal Diserders
In treating extrapyramidal disorders due to neuroleptic dugs (e.g., phenothiazines), the recommended d is
1tolnwonccortwnee:d:yod orwenteral Dosaoemustbemdmdualmdmrdmmmm
. patient. Some patients require more others do not need as much.
N Inmdmnknmm1m2mLofﬂwwecmnusuallymlmﬂnoondmonquiddmemmeans
1 to 2 mg twice a day, usually prevent recu

y.
e
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Cavavanann,

When exirapyramidal disorders develop soon after initiation of treatment feuroleptic drugs (e.g., phenothiazines),
MammummmmtmenndW mMMumm(%.vaMe)s
relief within one or two days. Mmmmmuus,n&qshmmumm continued need
for it. i such disorders recur, benztropine mesytae can be reinstituted.
ammaammmnwmwmmmmnwmmmnumm‘
OVERDOSAGE:
Mantestations

be Mﬂmmmmm antibistamine overdosage: CNS depression, precedad or fotlowed
:’Ayay algymncovﬁuslo m&;mm meatal symptoms o \mncpsydlos:s patients
uﬁhnmhlmmumdmwmmg.. henothiazines). hall y visual);
re; nausea; vomiti mmmmumwmuwm LX) slannshheadadw
Rff‘" 'ﬂushedskm d:lrgﬁum,m;smdcuxmmé \ S hyp i 'n\aueomaf

stigmine salicylate, 110 2 mg, SCor V, symploms of anticholinergic intoxication (Duvoisin
Ka.glu  Amer. Med. A§'°205-1m uuzs W)Asmuhmnmybemmughwmn
X emesis oc favage {contraindicated

convulsive, mm‘:hcus)ﬁmwm Amnmwmmmem:yumm
A i mmmmmmw care for depression (avoid convuisant
’"ﬂ'wmn"ﬁ'or's riasis and cyclopegia; ice mzouwamm%mwwu
a 3
2 vasopressor and for circulatory n'Erlm

HOW SUPPLIED: BGWUMQMMUSP&MW mwnmmm

AsOSmo comprwsedhblet.lmim Ya® diametar, flat beveled edge; one side scored and debossed 832 and BMOS,
side plain, in botties of 100 and 1000,

Aslmg Com tablet, white, 0.231 x 0.420", oval; one side scored and debassed 832 and BM1, one side
plain, in bottles of 100 and 0000.

As 2 Compressed tablet, white, /32" diameter, ftat beveled one side scorsd and debossed 832 and
M%s&dephmhboﬂksoflma\dm oo

Store at controlied room temperature 15°-30° € (59°-86° F).
Preserve in well-closed containers as defined in the USP.

Cantion
Federal law prohibits dispensing without prescription.
REFERENCES:
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paralysisaq mm ! , Nov. 10,

FDA Drug Bulletin, May 1973.

Galhm.DMﬂlshopMPTmmns , Steele, C. A A controlied
psychopharmacologic agent, Curr. Therapy, Res. §: 463471, Sept. 1963

Gold D.: Clinical experieace with trifivoperazine: Treatment psydmcshlos.h"‘l’ﬂﬂuowne Clinical and
mHﬂmuol:dog ical Aspects”, Philadelphia, Lea & Febiger, 1958, pp.
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Benztropine Mesylate Tablets USP
ANDA 40-103

Rosemont Pharmaceutical Corporation v - eooer
Attention: Marcy Macdonald :

301 S. Cherokee Street

Denver, CO 80223

Dear Ms. Macdonald:

Reference is made to the in vitro dissolution data submitted on
December 1, 1994, for Benztropine Mesylate Tablets USP, 0.5 mg, 1
mg and 2 mg.

The Office of Generic Drugs has reviewed the submitted material and
has determined that the bioequivalence data is incomplete for the
following reason:

The dissolution testing for the 1.0 mg strength of the
test (lot #PD023) and reference (lot #W0804) products was
not acceptable and must be repeated according to USP
conditions. It is noted that the reference product
expiration date is June 1995.

An action described under 21 CFR 314.96 which will amend this
application is required, if you have any questions, please call
Jason A. Gross, Pharm.D., at (301) 594-2290.

In future correspondence regarding this issue, please include a
copy of this letter.

Sincerely yours,

Rabindra N. Patnaik, Ph.D.

Acting Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research
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Benztropine Mesylate Rosemont Pharmaceuticals
0.5, 1, & 2 mg tablet Denver, CO

ANDA #: 40-103 Submitted:

Reviewer: James D. Henderson December 1, 1994

File: 40103W.D94

RESPONSE TO
REVIEW OF A WAIVER REQUEST

Background:

1. On 4/29/94 the sponsor (formerly Pharmaceutical Basics)
submitted an ANDA (#40-103) for its test products benztropine
mesylate 0.5, 1.0, and 2.0 mg tablets. The listed reference drug
is Cogentin® (MSD, NDA #09-193), available as 0.5, 1.0, and 2.0
mg tablets. In support of the request for waiver of in vivo
study requirements, dissclution data (for both test and reference
products) and formulation data (for the test products) were
submitted for all three strengths.

2. 1In response to a telephone request for additional
information, the firm submitted an amendment on 6/29/94.

3. The firm was requested by telephone on 8/1/94 to supply
dissolution data generated according to USP methods. Since the
firm's response was not forthcoming the Division review was
completed (file date 11/1/94) and the waiver request was denied.

4. The required data was submitted in a second amendment of
12/1/94.

Comments:

1. The requested dissolution data obtained using the USP method
is shown in Table 1. The data is acceptable for the 0.5 and 2.0
mg strengths of the test and reference products.

2. For the 1.0 mg strength of the reference product Cogentin®
(MSD lot #W0804), tablet #8 at 5 minutes had only a 9.2 %
dissolved. The sponsor attributes this aberrant value to an
insufficient amount of 1N sulfuric acid added prior to
extraction. According to the sponsor, the release rate values
obtained at each of the time points are corrected for the amount
of analyte removed from the dissolution vessel at the preceding
time point. An incorrect release rate value at the 5-minute time
point affects all subsequent values.

Peficiency:
The Division requires acceptable results for dissclution testing

using 12 units of the test and reference products. The sponsor
acknowledges that dissolution testing results may be uncertain



for the 1.0 mg strength of the reference product. The firm must
repeat dissolution testing for the 1.0 mg strength of the test
(lot #PD023) and reference (lot #W0804) products according to USP
conditions. It is noted that the reference product expiration
date is 6/95.

Recommendations:

1. The Division of Bioequivalence does not agree that the
information submitted by Rosemont Pharmaceuticals demonstrates
that benztropine mesylate tablets 1.0 mg, fall under 21 CFR
Section 320.22(d) (1) of the Biocavailability/Bioequivalence
Regulations. The waiver of in vivo bicequivalence study for the
1.0 mg tablet of the test product is denied.

2. The firm should be informed of the deficiency comment and the
recommendation.

James D. Henderson, Ph.D.
Review Branch II
Division of Bioequivalence

RD INITIALED RPATNAIK
FT INITIALED RPATNAIK

Concur: {\_}"@M’" Date 2! 16 ) 95

Rabindra N. Patnaik, Ph.D.
Acting Director
Division of Bioequivalence

Ly
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JDH/crc/2-14-95/40103

cc: ANDA #40-103 (original, duplicate), HFD-600 (Hare), HFD-630,
HFC-130 (JAllen), HFD-655 (Patnaik, Henderson), Drug File,
Division File ’




Table 1. In Vitro Dissolution Testing

Drug (Generic Name): benztropine mesylate
Dose Strength: 0.5, 1.0, 2.0 mg tablet
ANDA No.: 40-103

Firm: Rosemont Pharmaceuticals

Submission Date: 12/1/94

File Name: 40103W.D94

I. Dissolution Testing (USP Method):

USP XXII Basket: Paddle: X RPM: 50
No. Units Tested: 12

Medium: 0.1 N HC1l Volume: 900 ml
Specifications: NLT , 30 min

Reference Drug: Cogentin® (MSD)
Assay Methodology: USP

II. Results of In Vitro Dissolution Testing: )
Sampling Test Product Reference Product
Times Lot #PD-022 Lot #W0763 exp 6/98
(Minutes) Strength (mg) 0.5 Strength (mg) 0.5

Mean % Range 3CV Mean % Range %CV
5 51.4 7.5 80.2 9.1
10 93.0 3.7 97.1 5.1
15 94.6 3.9 96.9 4.1
20 95.7 4.8 96.1 2.8
30 96.4 5.7 95.9 3.1
45 96.3 6.5 94.9 [ 2.8
Sampling Test Product Reference Product
Times Lot #PD-023 Lot #W0804 exp 6/95
(Minutes) Strength (mg) 1.0 Strength (mg) 1.0

Mean % Range $CV | Mean % Range ¥CV
5 74.7 11.4 57.7 41.5
10 97.8 3.5 81.6 16.3
15 97.0 3.4 92.2 5.5
20 96.4 3.1 93.8 3.6
30 95.5 4.0 94.5 2.9
45 94.8 2.7 93.0 3.2




Sampling

Test Product

Reference Product

Times Lot #PD-024 Lot #W0697 exp 4/95
(Minutes) Strength (mg) 2.0 Strength (mqg)

Mean Mean %CV
5 53.8 78.1 14.4
10 96.9 97.3 3.4
15 99.4 100.1 1.3
20 98.2 100.1 1.4
30 98.3 99.8 1.2
45 97.5 99.6 1.4




Benztropine Mesylate Tablets USP,
ANDA 40-103
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Pharmaceutical Basics, Inc.
Attention: Marcy Huang
301 South Cherokee Street
Denver, CO 80223

Dear Ms. Huang:

Reference is made to the waiver request submitted on April 29,
1994, and the amendment dated June 29, 1994, for Benztropine
Mesylate Tablets USP, 0.5 mg, 1 mg and 2 mg.

Reference is also made to the following phone conversations with
Jason Gross of the FDA:

August 1, 1994 - Conversation requesting dissolution data.

August 9, 1994 - Conversation with Dr. Waters, discussing
the difficulties involved with the
September 1, 1994 request.

The Office of Generic Drugs has reviewed the referenced material
and we have the following comments:

1. The dissolution methodology submitted to support the
approval of this application did not utilize the USP
specified methodology. The Office considers the USP
methodology as the official method that should be used
for in vitro dissolution testing.

2. The request for a waiver of in vivo bioequivalence
testing has been denied. A new waiver request should be
included as part of your amendment.

You are required to take an action described under 21 CFR 314.96
which will amend this application.




Representatives of the Division of Biocequivalence are available to
discuss this letter and to assist you. Please contact Jason A.
Gross, Pharm. D. at (301) 594-0317 for further assistance.

Sincerely yours,

Rabindra N. Patnaik, Ph.D.

Acting Director

Division of Bioeguivalence

Office of Generic Drugs

Center for Drug Evaluation
and Research



NOV 1 B4
Benztropine Mesylate Pharmaceutical Basics
0.5, 1, & 2 mg tablet Denver, CO
ANDA #: 40-103 Submitted:
Reviewer: James D. Henderson April 29, 1994 &
File: 40103W. 494 June 29, 1994

REVIEW OF A WAIVER REQUEST

Background:

1) The sponsor has submitted an ANDA (#40-103) for its test
products benztropine mesylate 0.5, 1.0, and 2.0 mg tablets. The
listed reference drug is Cogentin® (MSD, NDA #09-193), available
as 0.5, 1.0, and 2.0 mg tablets. 1In support of the request for
waiver of in vivo study requirements, dissolution data (for both
test and reference products) and formulation data (for the test
products) were submitted for all three strengths.

2) In response to a telephone request (transcript attached) for
additional information, the firm submitted an amendment on
6/28/94.

3) The firm was requested by telephone on 8/1/94 (memo attached)
to supply dissolution data generated according to USP methods.

comments:

1. The conditions of use, active ingredient, route of
administration, dosage form, and strengths of the test products
are the same as those approved previously for the reference
products.

2. The sponsor has requested waiver of in vivo study
requirements in accordance with 21 CFR 320.22(d) (1) of the
Bioavailability/Biocequivalence Regulations. The reference
product Cogentin® has a therapeutic equivalence rating of "aa"
which, for demonstration of biocequivalence, requires only an in

vitro test.

3. The comparative formulations of the three strengths of the
test product are shown in Table 1.

4. The theoretical/finished batch sizes and manufacturing dates
were as follows: 0.5 mg, lot #PD-022,

4/28-5/20/93; 1.0 mg, lot #PD-023, ‘ 4/28-
5/17/93; 2.0 mg, lot #PD-024, 4/28-
5/14/93.

5. The results of dissolution testing are shown in Table 2. The
assay methodology used by the sponsor was an in-house method
which the sponsor states was cross-validated with the USP method
(UV 415 nm). Regardless of the acceptability of the in-house
method, the firm must submit results of dissolution testing



conducted according to USP conditions, and was so informed on
8/1/94. As of 10/31/94, no data had been submitted.

Deficiency:

The firm must submit results of dissolution testing conducted
according to USP conditicons, and was so informed on 8/1/94. As
of 10/31/94, no data had been submitted.

Recommendations:

1. The Division of Bioequivalence does not agree that the
information submitted by Pharmaceutical Basics, Inc.,
demonstrates that benztropine mesylate tablets 0.5, 1.0, and 2.0
mg, fall under 21 CFR Section 320.22(d) (1) of the
Bioavailability/Biocequivalence Regulations. The waiver of jinp
vivo bicequivalence study for the 0.5, 1.0, and 2.0 mg tablets of
the test product is denied.

2. The firm should be informed of the deficiency comment and the
recommendation.

Jowew P Yoransony

James D. Henderson, Ph.D.
Review Branch II
Division of Bioequivalence

RD INITIALED RPATNAIK TL—' / /r- )
FT INITIALED RPATNAIK ,46Lx~/ | KA
Noq-. ’
Concur: 6\5—531’“;‘3#/ Date 4% 1! /' ! Y
Rabindra N. Patnaik, Ph.D. R /

Acting Director
Division of Bioequivalence

JDH/crc/10-31-94/40103
cc: ANDA #40-103 (original, duplicate), HFD-600 (Hare), HFD-630,

HFC-130 (JAllen), HFD-655 (Patnaik, Henderson), Drug File,
Division File




Table 2. In Vitro Dissolution Testing

Drug (Generic Name): benztropine mesylate
Dose Strength: 0.5, 1.0, 2.0 mg tablet
ANDA No.: 40-103

Firm: Pharmaceutical Basics

Submission Date: 4/29/94

File Name: 40103W.494

—— e N ————————

I. Dissolution Testing (USP Method):

USP XXII Basket: Paddle: X RPM: 50
No. Units Tested: 12

Medium: 0.1 N HCl Volume: 900 ml
Specifications: NLT / 30 min
Reference Drug: Cogentin® (MSD)

Assay Methodology:

II. Results of In Vitro Dissolution Testing:
Sampling Test Product Reference Product
Times Lot #PD-022 Lot #W0763 exp 6/98
(Minutes) Strength (mg) 0.5 Strength (mg) 0.5
Mean % Range ICV Mean 3% Range %CVv
5 60.9 7.96 73.0 21.0
10 100.6 1.25 100.5 4.35
15 101.3 : 1.64 | 103.2 2.37
20 100.8 ' 1.33 104.1 1.56
30 100.5 1.12 102.9 1.25
45 100.5 1.00 102.2 1.65
Sampling Test Product Reference Product
Times Lot #PD-023 Lot #W0804 exp 6/95
(Minutes) Strength (mg) 1.0 Strength (mg) 1.0
Mean % Range %CV Mean % Range 3CV
5 85.0 4.77 73.7 4.55
10 101.4 3.18 86.0 3.36
15 101.3 3.09 92.0 1.95
20 101.1 3.33 96.0 1.44
30 101.0 3.35 99.2 2.30
45 101.0 3.02 99.1 2.18




Sampling Test Product Reference Product
Times Lot #PD-024 Lot #W0697 exp 4/95
(Minutes) Strength (mg) 2.0 Strength (mg) 2.0
Mean % Range $CV Mean % Range %CV
5 51.8 10.7 84.3 8§.31
10 96.6 4.11 104.1 1.85
15 101.1 2.07 104.4 1.84
20 100.8 1.87 103.7 1.30
30 100.6 2.33 103.1 1.29
45 100.5 2.21 102.7 1.55




ANDA 40-103
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Rosemont Pharmaceutical Corporation
Attention: Marcy Macdonald

301 S. Cheokee Street

Denver CO 80223

Dear Madam:

Reference is made to your supplemental new abbreviated drug application dated April 29, 1994,
submitted pursuant to Section 505 (j) of the Federal Food, Drug and Cosmetic Act for
Benztropine Mesylate Tablets USP, 0.5 mg, 1 mg and 2 mg.

The following comments pertain only to bioequivalency issues in the April 29, June 29,
December 1, 1994 and June 9, 1995 submissions.

The Division of Bioequivalence has completed its review and has no further questions at
this time.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon
consideration of the chemistry, manufacturing and controls, microbiology, labeling or other
scientific or regulatory issues. A revised determination may require additional information and/or
studies, or may conclude that the proposed formulation is not approvable.

Sincerely yours,

o

- ] g
_ Keith K. Chan, PRD:

Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research
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Benztropine Mesylate Rosemont Pharmaceuticals
0.5, 1, & 2 mg tablet Denver, CO

ANDA #: 40-103 Submitted:

Reviewer: James D. Henderson June 9, 1995

File: 40103W.695

REVIEW OF AN AMENDMENT

Background:

1. On 4/29/94 the sponsor (formerly Pharmaceutical Basics)
submitted an ANDA (#40-103) for its test products benztropine
mesylate 0.5, 1.0, and 2.0 mg tablets. The reference listed
drug (RLD) is Cogentin® (MSD, NDA #09-193, rated "AA"), available
as 0.5, 1.0, and 2.0 mg tablets. In support of the request for
waiver of in vivo study requirements, dissolution data (for both
test and reference products) and formulation data (for the test
products) were submitted for all three strengths.

2. In response to a telephone request for additional
information, the firm submitted the first amendment on 6/29/94.

3. The firm was requested by telephone on 8/1/94 to supply
dissolution data generated according to USP methods. Since the
firm's response was not forthcoming the Division review was
completed (file date 11/1/94) and the waiver request was denied.

4. The required data was submitted in a second amendment of
12/1/94. The submission was reviewed (file date 2/16/95) and the
waiver request was denied based on unacceptable dissolution
testing results for the 1.0 mg strength.

5. The present submission contains the sponsor's response to the
deficiency comment from the previous review (file date 2/16/95).

Deficiency Comment:

The Division requires acceptable results for
dissolution testing using 12 units of the test and
reference products. The sponsor acknowledges that
dissolution testing results may be uncertain for the
1.0 mg strength of the reference product. The firm
must repeat dissolution testing for the 1.0 mg strength
of the test (lot #PD023) and reference (lot #W0804)
products according to USP conditions. It is noted that
the reference product expiration date is 6/95.

Sponsor's Response: Dissolution data for the 1.0 mg strength of
lots PD-023 (Rosemont) and WO0804 (MSD) is provided.

Reviewer's Comment: The dissolution testing was performed on
5/22/95 and is shown in Table 1. The sponsor used the USP
method. The reported results are acceptable for the 1.0 mg




tablet. It is noted that the sponsor reported CV's as "RNG%" and
that the value of "12" was reported for all time points in the
row labeled "RSD%". Apparently, the sponsor intended for the
values of 12 to reflect the number of units tested, and the
values labeled as "RNG%" to be the CV's. The reviewer confirmed
these CV values in two cases.

In the previous review (file date 2/16/95) the dissolution data
for the 0.5 and 2.0 mg strengths of the test product was found
acceptable.

Recommendation:

The Division of Bioequivalence agrees that the information
submitted by Rosemont Pharmaceuticals demonstrates that
benztropine mesylate tablets 0.5, 1.0, and 2.0 mg, fall under 21
CFR Section 320.226&#%17 of the Bioavailability/Biocequivalence
Regulations. The waiver of in vivo biocequivalence study for the
0.5, 1.0, and 2.0 mg tablet of the test product is granted. From
the bioequivalence point of view, the test product benztropine
mesylate tablets 0.5, 1.0, and 2.0 mg are deemed bicequivalent to
Cogentin® tablets manufactured by Merck.

Wf#«'m

James D. Henderson, Ph.D.
Review Branch II
Division of Bioequivalence

RD INITIALED RPATNAIK N —
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See MeC I v kend i/
CONCUT : _{ Yt Date -~ '~
Keith K. Chan, Ph.D.
Director ‘

Division of Bioequivalence
JDH/gj/10-16-95/40103
cc: ANDA #40-103 (original, duplicate), HFD-600 (Hare), HFD-630,

HFC-130 (JAllen), HFD-655 (Patnaik, Henderson), Drug File,
Division File

RD COMPLETED 10/3/95
RD SUBMITTED 10/3/95
RD APPROVED 10/9/95
FINAL SUBMITTED 10/16/95
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Table 1. In Vitro Dissolution Testing "

Drug (Generic Name) : benztropine mesylate
Dose Strength: 1.0 mg tablet

ANDA No.: 40-103

Firm: Rosemont Pharmaceuticals

Submission Date: 6/9/95

File Name: 40103W.695

I. Dissolution Testing (USP Method) :

USP 23 Basket: Paddle: X RPM: 50
No. Units Tested: 12

Medium: 0.1 N HC1l Volume: 500 mL
Specifications: NLT / 30 min
Reference Drug: Cogentin® (MSD)

Assay Methodology: USP

IT. Results of In Vitro Dissolution Testing:

Sampling Test Product Reference Product

Times Lot #PD-022 Lot #W0804 exp 6/95
(Minutes) | Strength (mg) 1.0 Strength (mg) 1.0

Mean % Range $CV | Mean % Range sCV

5 81.0 15.4 75.4 8.9
10 94 .1 4.9 98.1 4.8
15 93.2 3.0 97.7 2.2
20 93.4 3.5 96.5 2.2
30 92.2 4.2 97.2 2.2
(45 101 .1 4.2 197 3 L 2.4
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OFFICE OF GENERIC DRUGS __ 2.
DIVISION OF BIOEQUIVALENCE

ANDA/AADA #40-103 SPONSOR: ROSEMONT
DRUG: BENZTROPINE MESYLATE

DOSAGE FORM: TABLET

STRENGTHS/(s): 0.5, 1, AND 2 mg

TYPE OF STUDY: N/A

WAIVER/DISSOLUTION:

Original Submission: 4/29/94
RLD is Cogentin® (MSD), rated AA; 0.5, 1, and 2 mg tablets
Sponsor requested waiver of in vive BE requirements. -
Formulation data submitted for all strengths (qualitatively identical
but not quantitatively proportional)
Dissolution data submitted for all strengths
Amendment #1 submitted 6/29/94 (response to telephone request)
Result: Sponsor used an in-house method claimed to be cross-
validated with the USP method instead of 414 nm).
Conclusion: Dissolution testing must be repeated with strict
adherence to USP conditions.
Amendment #2 submitted 12/1/94
Dissolution data submitted according to USP method
Results:
Acceptable for 0.5 and 2 mg strengths
Aberrant values obtained for one tablet of the 1 mg strength
(attributed to experimental error)
Conclusion: Repeat dissolution testing for the 1 mg strength
Amendment $#3 submitted 6/9/95
Result: Dissolution testing for the 1 mg strength was acceptable.
Conclusion: Application is acceptable, waiver may be granted under
21 CFR 320.22(c).

PRIMARY REVIEWER James D. Henderson, Ph.D. BRANCH: II
INITIAL: (/4 £ DATE 12-)1-95

BRANCH C IEF Rabindra N. Patnaik, Ph.D BRANCH II
INITIAL:_ \>dobo  DATE_12fiefa—

DIRECTOR, DIVISION OF BIOEQUIVALENCE:
‘Keith K. Chan, Ph,D/
INITIAL: - M\ DATE 'Y+
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